(U)»i*iaafcfti=*-3i*T&M**ifcHBai!B 



(19) 'ttJMOttHrfftlBll 

(43) @|g^B8B 
2002 ^9 M 26 B (26.09.2002) 




PCT 



(10) 

WO 02/074835 Al 



(51) Slgi}$rF»S 7 : C08G 63/78, C07C 67/00, 69/68, 
C07D 323/00, C08G 63/08, C08L 67/04 



(21) SKU5ffiS#: 

(22) SlgffiJgB: 

(25) BBtiiBaftB: 

(26) SK'j*B§<DK!§: 



PCT/JP02/02542 
2002 ^3 3 18 B (18.03.2002) 

B*tS 



(30) gjfcltx-*: 

*$SI2001-78215 2001 ^3 M 19 B (19.03.2001) JP 

(71) UBAf#BSB<±TC!>iISBIi , Olvc;: 5^SS 
*&xt#tt (AMATO PHARMACEUTICAL PROD- 
UCTS,LTD.) (JP/JP]; T 620-0932 «ttlim 
J1BT 9 9 5 Kyoto (JP). 



(72) 
(75) 



(WATANABEJMikio) (JP/JP); f 257-0002 £ 
Ifffi 5-8-2-2 0 8 Kanagawa (JP). *t± ]E 

& (MURAKAMLJVlasahiro) [JP/JP]; T 547-0026 * HE 



(74) ftmX: ^tt jE$& . fl-flMAMURAJMasazumi et al.); 
t 104-0031 MsLU fAESffilT§8f7^ag 
Bfitt:;UBeTokyo(JP). 

(81) faSS (IWJ: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE ES, FI, GB, GD, GE, GH, GM HR, HU, 
ID, IL, IN, IS, KE, KG, KR, KZ, LC, LK, LR, LS, LT, LU, 
LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, OM, 
PH, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TN, 
TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZM, ZW. 

(84) JiSS (&&): ARIPO t#i* (GH, GM KE, LS, MW, 
MZ, SD, SL, SZ, TZ, UG, ZM ZW), i— =y i/7ft|f 
(AM AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 - Q y > tft 
ft (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, 
LU, MC, NL, PT, SE, TR), OAPI (BF, BJ, CF, CG, 
CI, CM GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG); 



= fl?.^EHT¥ifE¥-iia3Tl 1 7S6-§-Osaka(JP). <DH4 V^XJ — b J £ #J 



= (54) Title: PROCESS FOR PRODUCING LACTIC ACID OLIGOMER 



'ft. 





m 
oo 

r» 

o. 

o 
O 



CD. 



(2) 



(57) Abstract: A novel process for efficiently producing a mixture of chain and cyclic lactic acid oligomers respectively repre- 
sented by the following general formulae (1) and (2): (1) (2) wherein m is an integer of 1 to 30 and n is an integer of 1 to 30. The 
process is characterized by polymerizing a lactide in the presence of a compound represented by the following general formula (3): 
Me-NCR'XR*) (3) wherein Me represents an alkali metal and R 1 and R 2 each independently represents an aliphatic or aromatic group. 



wo 02/074835 ai i am inn hi n ifini inn nil e n in uiu fun f nif urn iifii mi iiiiio iiu mi air 



(57) £#): 

(2) : 



o 




CO C 2 ) 



mttl~- 3 OOffiRSr^U n ft 1 - 3 0 Ofi&fcijM-). 

■f" K&TIS— (3) : 

Me -N (R 1 ) (R 2 ) (3) 



WO 02/074835 



PCT/JP02/02542 



fL^^-y =T^-fi % il^mttmMJ^J (#M¥3 - 1 9 3 7 3 1 ^ N 
ftJSffiffiaBfl 2 2 7 3 8 8-§-^$g) *?©EII*>5VMi-t©*Mft:*f 

1 



WO 02/074835 PCT/JP02/02542 

**WfcJ:*U* TK-ttst (1) xte (2) : 





(1) 

mlil-3 0©Sft^U nlil'-3 0©lft^t). 

KSrTE~J»S: (3) : 
Me — N (R 1 ) (R 2 ) (3) 

$?£.L<tt, (3) »i*JV^; Mel±y^-^A-efc.5 0 

#*L<ttv— ttSS (3) fc*5VYC\ R'Xt^R'tt^/r-Sfear^ljfftl^b 6 

*?£L<tt % — ^ (3) Kl*3V*Ts MeliUf ^AffcD, R^VR'tt^. 
#*L<tt x — ^ (2) K*J^T» nli 1 ~2 5£>g^T-£>5 0 



2 



WO 02/074835 PCT/JP02/02542 

HI 1 te^MM 1 V^tz^rfLfyXD positive ^— KFABMS^^ \* ;],<D±# 
^^i~ 0 Range: m/z 10. 0000~1305. 5900 

M 2 ft.^&t&^J lV&tz±&tyl<D negative KFABMSX^ h/K7}£#: 
HSr^-fo Range: m /z 10. 0000~2000. 0000 

HI 3 f*^2S0!J 1 V&ti±J&&)<D negative ^— KFABMS^ h/^<D$:± 
M%7rr? c Range: m /z 10. 0000~501. 9260 

0 4 ft.^liS^J 1 T*#fe±^0 negative ^— KF ABM h^<D&± 
H£7Jvfo Range:" m/z 490. 2980~1003. 7700 

H 5 1 X*'&tz£.f&%)<D negative KFABMS7^>;KDjlA^ 

H&7M\ Range: m/z 999. 9500—1504. 3400 

0.6 fi^Jtl^'J 1 VWtc$E.$,%0(D negatived— KFABMS^^^ b^Otfc*: 
H$r^i" 0 Range: m/z 1484. 5300~2000. 0000 

TIB-^ (3) : ' 
Me-N (R 1 ) (R 2 ) (3) 

*»WO»at^«feOJS(Wf±, a^2^«7K^L7 v C7^5 L K (3, 6-v 

^ (3) T^$ix57/w*y&jR^*O^T-eS^$*5. -#5$; 
(3) : 



3 



WO 02/074835 PCT/JP02/02542 
Me-N (R J ) (R 2 ) (3) 

-i»3S (3) (C&^T, Mettr/U^y^JRSr^U R^t^R'tt^lfi^C 

n-y^7K i -.^fvK t-y^/K *-*?vK Kt^/^^T^^S, *> 
^n-/ntVK '>^n^/K V^Pt^fyK ^nKf^O^nJ^ 

*?»ttfP»Ii LTI4. «**B6-3 0, ff4Ui46-2 0, 
«£ 9 »4 L < \t 6 - 1 2, $ e> K#£ L < f 3: 6 ~ 1 ooxy -^savj y 
T/^yuSis^rf e>ix5 0 T'y — /ugfc LTfi, 7 = =./K hy/K -f^/uS? 

^Wbi-u ry — /yrj^/i'mt lx\*. ^^/k -?-7?vw> 
.tt»^isft$n*v^*s v fits, mm*tc\t&m,mttt.tc\mft<DT/v*svm. 

7 y -A't^VS, 7 y — ^*->;&^a)?=/u£ % T/U=^'>*/HK.=7U£, N 
-7i//^/U77 ; t'f/l'i, N-^/W? 7 /^/U/^ ^ /Ug, 7 >V-*;V7.)V 
7!)-;i/^;Uzh=/uS, 7;U3^->i7y^r/U7>;g, 7!)-;^ 

4 



WO 02/074835 




PCT/JP02/02542 



tt*SR£ (fllfcWN ill, W&tsZW kbim&Jcti^ 3 ft 

1 2Tfe 5 , #4 L< tt 1 6 "Cfc 9 % T y -/u©ft*ftf±-jftttfctt : 6 2>><b 

2 »'*L<li6i>?)10T?fc5. 

-jRS: (3) fcio^T, Me|4T/u*y^JR^-f D y LTHt, 

-&&(3) Vm£tlZik&®X^&mm*GtZi><Dte,£* (R) ft, (S) 
ft, (R) (S) fto{pjnT^«tv\ 

-J&5£ (3) ^«$K5T/U*y-AJR^»©A¥*ffif4#kffift$jX-f, US 
-7*5vuy 5^ A^or^dfA'flsTyu* y £M 5 i t |:.J:oT#5 r . 

^^^©T^tt^^^T/u^WkT/v^y^Jg^tf^i^^ 

■■**^0*«feKiav^7^^K«r-«S: (3) Oft^O#|ETti^$t5f 
£\ -jttst (3) (Me — N (R 1 ) (R 2 )) ' y^f Kl^ 

/USfc9ff4L<tll'-0.- iO»*t'<liO."2-0. 3^/w 

#4L<fi- 1 0 0t>-M-e$>9 N i9ff*L<li-78-ijlT3!>5» 



5 



WO 02/074835 



PCT/JP02/02542 



L<li^JE-C*>5." 
*J8Wo*fek:i:Jxtf % TIE-^ (D Xte (2) : 



o 




(S [ t 3 > mttl~3 0©lS^U n ft 1-3 0©S»*^1") 

*£^©#ifc©£j&£fi£«Jli % aUfs #J;itfl-2 8 x 1-2 

5, 1-2 l x XJ*1-1 9*OSE«C«r#i-««t?LBW-i; n#l-3 
0 % Mlf 1 -28X111-25 #©aEft«r*i-«|!RIL»*'y =f V- b'(D&*m 



WO 02/074835 - ^ PCT/JP02/02542 

^>»i»7J Ltfcf ^f$)5 0 

'1% s^tm, py^&u «tjK^p B B , #^#^ n n Q , aiEtt^D, mtg?§^ 

- 7 8 2 1 5^l»*{CfEf^l^l2£T, LT#^ 



1 : 

HN(/-Pr) 2 + CH 3 CH 2 CH2CH 2 U UN(f-Pr) 2 + CH 3 CH2CH 2 CH 3 

ij^Av^V^at"^?; K (LDA) 



0 

NS^ 1 eg LDA 



f p ♦ 




7 



WO 02/074835 PCT7JP02/02542 

fc*#B*T; 0tf^yyo^7^0. 10 1g (lmmol) (7)5 
mL THFfcn-7'f;l'!j (l. 6M^^fy^) 0. 6 3mL (1 

mmo 1) ^P^, 1 0#F*m#U y^Av^yynfcVl-T^ K (LDA) 
£ Lfcm, L- (-) -7^f KO. 5 7 7 g (4 mmo 1 ) (D4mL THFg 

*^l20mL^Ot, ^$:^IL, £ b 1 0 m L SrflP^fco THF (5 

omu x-5iEittfcbL, ^mmzmMmTY}) v&x-i&i&Ltc. m*m&i-h 

U 2 5~1 2 9t©fifil#4«*0. 3 9g^fc, 

Wfetifc^/iJS*©*^— ^«:H li>e>0 7 H i ^e>H 7 K^LfcF. 

»ttmWJ^J, ^-ttll^J, «E<E^^6SSI % *A*©QOL3S[#ffl,">fca£g 



8 



WO 02/074835 * PCT/JP02/02542 



1. TI5-^ (1) X\t (2) : . 

O 

(1) . (2). 

(5£*\ mttl~3 OOlg&Sr^U n \t 1 ~ 3 0 ^Sfc^^i") 

V KfcTIB-ittS; ( 3 ) :• 

Me — N (R 1 ) (R 2 ) (3) 

&.*s Men? jwj&m&w-r. R i &VR 2 ft&4&iL\zmitiiMmxi*%^ 

2. (3) fc*5VvC, Me^yf^ffcS, St*S lfd|E«0^ffi 8 

3. . — JttS (3) fcfcl^X, R'S.t^R^s^^air^^i^ibe^T/w 

4. -jKst (3) idfcv^. Me j&sy f^m^ RW^y^D 

5. (1) fcfel^T, m^l-19«T'fc5, »^5lA>f)4©. 

6. (2) IC&^T, 5 ©SgrCfcS* If*^ 1 frh 5 <D 

9 




WO 02/074835 



PCT/JP02/02542 



1 1 



CM 



in 
ru 
ru 



m 
in 



CD 



-ov 



m 

CO 



8 
0) 



cn 



IN. 



cs 

CS N 
E 



CS 

ru 



8 

in 



cs 



cs 
cs 
cs 



CD 



cs 
cs 



, cs 
cs 

LD 



cs 
cs 
in 



m 
m 



CD 

. CO 

\ 



oo 

CM 



1 - ro 



in 



cs 



cs 
cs 
nj 



LD 



in 
in 



s r- 
— CS 

CD — 

rv 



CS 



cs 

CD 



CS 

IN 



cs 

ID 



I 

cs 
in 



cs 
rn 



cs 



cs 



I 

cs 



1/7 



WO 02/074835^ 



PCT/JP02/02542 



s 



CD 
CO 



m 

ID 



10 



in 

GO 

m 



m 
m " 



on 

U3 



s 

in 



m 
in 



CD 
K 63 



CO • 
CO 




2/7 




3/7- 



WO 02/074835 



PCT/JP02/02542 



m 
in 

OK 



CO 



m 
to- 
rn 



m 



01- 
N 



6) 
in 

CD 



in. 
m 



in' 



m 
to 



ID 



in 
in 



HQ 



S3 
Ol 



"TT- 

G> 
CD 



eg 

LD 



l 

s 

in 



m 



o 
s 

01 



(S3 
in 
co 



s 
s 

CD 



CD 

m 



s 

to 



Q 
LD 



in 
in 



S3 
in 



4/7 



WO 02/074835 



PCT/JP02/02542 




5/7 



WO 02/074835^ 



PCT/JP02/02542 



HI 6 




6/7 



WO 02/074835 



PCT/JP02/02542 



m i 











71.774 










■ 


\ 1 
0.2461 






0.353 
. U.oo4^ 


\ 






1.148^ 


[ 






0.625 


i j 




21.4521 


0.9341 
0.128 


j 

<■ 






-0.420 


^1 

- 






2.5771 








-0.197 





7/7 

* * z. m m. imm 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP02/025"42 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C08G63/78, C07C67/00, C07C69/68, C07D323/00, C08G63/08, 
C0BL67/04 

According to International Patent Classification flPQ or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 1 C08G63/00-63/91 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
Jitsuyo Shinan Koho 1926-2002 Toroku Jitsuyo Shinan Koho 1994-2002 

KoJcai Jitsuyo Shinan Koho 1971-2002 Jitsuyo Shinan Toroku Koho 1996-2002 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAS ONLINE 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



A , 



WO 00/24804 Al (Toyobo Co. f Ltd.), 
04 May, 2000 (04.05.00), 

Page 33, lines 14 to 18; page 35, lines 7 to 9; 
page 128, line 2 to page 129, line 11 
& JP 2000-290359 A 

Column 1; column 60, lines 23 to 29; column 62, 
lines 47 to 50 



1-7 



| | Further documents are listed in the continuation of Box C See patent family annex. 



' Special categories of riled documents: T 
A" document defining the general stale of the an which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing "X" 
date 

"L w document which may throw doubts on priority daim(s) or which is 

cited to establish the publication date of another citation or other T 
special reason (as specified) 

O" document referring to an oral disclosure, use, exhibition or other 
means 

y document published prior to the international filing date but later **&" 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the an 
document member of the same patent family 



Date of the actual completion of the international search 
10 June, 2002 (10.06.02) 



Date of mailing of the international search report 
25 June, 2002 (25.06.02) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



brub** PCT/JP02/02542 



a. %m<oB>-tz&m<»#m (bb*vf£b (ipo ) 

lnt.Cl 7 C08G 6 3/7 8, C07C 6 7/00, C07C 6 9/6 8, CO 7D3 2 3/0 0 
C08G 6 3/0 8, C08L 6 7/04 o*o/-uu, 



Int. C 1 T C08G .63/00- .63/9 1 



S*HH^jgf^^ 1 9 2 6-2 00 2f 

0*H4«§JgJBSr364*fB 1971-200 2¥ 

B*H»**ffl«r3e^« 1994-20 0 2¥ 

H*B%BSrXS*att 1996-200 25= 



WO 0 0/24 8 04 Al OK^JKSRttSt^tt) 
2 0 0 0. 0 5.. 0 4, *3 3H, *14-1 8fT. *3 5JC, » 
7-9ft\ Ml 2 8HSfS2*T-Sgl 2 9JtSgl lff&jp 200 
0-2 9 0 3 5 9 A, S&6 Offi, ff§2 3-2 9*r. £6 

2183, JK4 7-5 Off 



D cffl(oa*ict3titt*5^i*snTvxa. 



BBiII-5 



1.-7 



Taj tticBSafeft£R-ctt&<. -«tttt«*ip«rarj- 
TEj BBUUHtteaUKfcttftlF-Cfcatf. BRUBB 

TPj g&tfJMBlftT, *oflE5ttt^)4H©SBSi:to5aJH 



fYj »fcHBofc63tRT*oT % SscaR-tteoie* 



BBWaE«:*TLfcB 



10. 0 6. 0 2 



BBBSItBe«1MfctffcTft 

B*B*m/r (isa/jp) 

*flE*-& 100-8915 
XjMS-^ttfiBEBtfBZTB 4#3* 



25.06.02 



4 J 



9 2 6 8 



03-3 5 8 1-110 1 34 5 6 



iSPCT/ISA/210 (X2*<-i?) (1 9 9 8^7^) 



PATENT COOPERATION MATY 



From the INTERNATIONAL BUREAU 



RECEIVED 



to d 



SIKs&Co. 



PCT 



NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



To: 



IMAMURA, Masazumi 
8th Floor, Kyobashi-Nisshoku 
Bldg., 8-7, Kyobashi 1-chome 
Chuo-ku, Tokyo 104-0031 
JAPON 



Date of mailing (day/month/year) 
15 April 2002 (15.04.02) 


IMPORTANT NOTIFICATION 


Applicants or agent's file reference 
A21120A 


International application No. 
PCT/JP02/02542 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

AMATO PHARMACEUTICAL PRODUCTS,LTD. (for all designated States except US) 
WATANABE, Mikio et al (for US) 

International filing date 18 March 2002 (18.03.02) 

Priority date(s) claimed 1 9 March 2001 (1 9.03.01 ) 
Date of receipt of the record copy 

by the International Bureau 02 April 2002 (02.04.02) 
List of designated Offices 

AP :GH,GM,KE,LS,MW,MZ,SD,SL,SZJ7,UG,ZM,ZW 
EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

EP :AT f BE f CH;CY f DE f DK r ES,FI,FR # GB ( GRJE f IT # LU,MC / NUPT r SE f TR 
OA :BF^J # CF,CG^I f CM # GA i GN # GaGW f ML / MR # NE,SN r TD,TG" . 

National lAE^ACAUAM^AU^BA^BB^BCBR^BY^Z^CH^N^CCR^CU^Z^E^KvDM^DZ, 
ECEE^S^l^GB^D^E^H^GM^HR^UJD^UINJS^E^KCKR^Z^LCLK^R^LS^T^LU^V^MA, 
MD^G^^MN^MW^X^M^NO^NZ^M^H^PUPLRO^U^aSE^SG^LSK^LJJJMJNJR^TZ, 
UA,UG,US,UZ,VN,YU,ZA,ZM,ZW 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 
| X| time limits for entry into the national phase - see updated important information (as of April 2002) 
confirmation of precautionary designations {if applicable) 
X | requirements regarding priority documents (if applicable) 



A copy of this Notification is being sent to the receiving Office and to the InternationalSearching Authority. 





The International Bureau of W1PO 
34, chemin des Colombettes 
1211 Geneva 20. Switzerland 

Facsimile No. (41-22)740.14.35 


Authorized officer: S^^r >r 
Telephone No. (41-22) 33g.83.38 



Form PCT/IB/301 (April 2002) 



004786564 



RECEIVED 



D2, 5. 27511 



SIKs&Co. 



PATENT- COOPERATION0.EATY 



PCT/JP02/02542 



From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 



(PCT Administrative Instructions, Section 411) 



To: 



IMAMURA, Masazumi 
8th Floor, Kyobashi-Nisshoku 
Bldg., 8-7, Kyobashi 1-chome 
Chuo-ku, Tokyo 104-0031 
JAPON 



Date of mailing (day/month/year) 
16 May 2002 (16.05.02) 




Applicant's or agent's file reference 
A21120A ' ' 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP02/02542 


International filing date (day/month/year) 
18 March 2002 (18.03.02) 


International publication date (day/month/year) 
Not yet published 


Priority date (day/month/year) 
19 March 2001 (19.03.01) 


Applicant 

AMATO PHARMACEUTICAL PRODUCTS,LTD. et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
Internationa! Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt, or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 1 7.1 (a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk!*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters M NR M appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. |n such a case, the attention of the applicant is directed to Rule 17.1 (c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 



Priority date Priority application No. 

19 Marc 2001 (19.03.0.1) 2001-78215 



Country or regional Office 
or PCT receiving Office - 

jp 



Date of receipt 
of priority document 

03 May 2002 (03.05.02) 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20. Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer 

S. Mandallas 
Telephone No. (41-22) 338.83.38 




) 


Form PCT/1B/3Q4 (July 1998) 


004858223 



RECEIVED 



r 



t)2. 10. 7 512 



SKs&Co. 



PATENT COOPERATION^.EATY 



WO .02/074835 
PCT/JP02/02542 



From the INTERNATIONAL BUREAU 



PCT 



KN 



NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL. 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



To: 



IMAMURA, Masazumi 
8th Floor, Kyobashi-Nisshoku 
Bldg., 8-7, Kyobashi 1-chome 
Chuo-ku, Tokyo 104-0031 
Japan 



Date of mailing (day/month/year) 

26 September 2002 (26.09.02) 




Applicant's or agent's file reference 
A21120A 


IMPORTANT NOTICE 


International application No. 
PCT/JP02/02542 


International filing date (day/month/year) 
18 March 2002 (18.03.02) 


Priority date (day/month/year) 
19 March 2001 (19.03.01) 


Applicant 

AMATO PHARMACEUTICAL PRODUCTS,LTD. et al i 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this notice: 

KR,US 

In accordance with Rule 47.1(c). third sentence, those Offices will accept the present notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office{s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE.ACAUAM^AP^AU^BA^B.BG^R^BY^BZ^CA^CH^N^CO^R^U^DE^^DM^D^EA^C, 
EE^EP^S^FI^GB^aGE^H.GM^R^HaiDJLJNJS^E^CKZXC^^LR^S^T^U^M^MD, 
MG.MK^N^W^MX^MZ.NO^^O^OM^PH^UPLRO^U^aSE^aSI^SK^LJJJMJNJR^TZ, 
UA,UG,UZ,VN,YU,ZA,ZM,ZVV 

The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application {Rule 49.1 (a-bis)). 

3. Enclosed with this notice is a copy of the international application as published by the International Bureau on 
26 September 2002 (26.09.02) under No. WO 02/074835 

4. TIME LIMITS for filing a demand for international preliminary examination and for entry into national phase 

The applicable time limit for entering the national phase will, subject to what is said in the following paragraph be 30 MONTHS 
from the priority date, not only in respect of any elected Office if a demand for international preliminary examination is filed 
before the expiration of 19 months from the priority date, but also in respect of any designated Office, in the absence of 
filing of such demand, where Article22(1) as modified with effect from 1 April 2002 applies in respect of the designated Office. 
For further details, see PCT Gazette No.44/2001 of 1 November 2001, pages 19926, 19932 and 19934, as well as the PCT News- 
letter. October and November 2001 and February 2002 issues. 

In practice, time limits other than the 30-month time limit will continue to apply, for various periods of time, in respect of certain 
designated or elected Offices. For regular updates on the applicable time limits (20,2 1,30 or 31 months , or other time limit), 
Office by Office, refer to the PCT Gazette, the PCT Newsletter and the PCT Applicant's Guide, Volume II, National Chapters, all 
available from WIPO's Internet site, at http://www.wipo.int/pct/en/index.html. 

For filing a demand for international preliminary examination, see the PCT Applicant's Guide, Volume l/A, Chapter IX. Only an 
an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the right to file a demand 
for international preliminary examination (at present, all PCT Contracting States are bound by Chapter II.) 

It is the applicant's sole responsibility to monitor all these limits. 



The International Bureau of WIPO 


Authorized officer 


34, chemin des Colombettes 


J. Zahra 


1211 Geneva 20. Switzerland 


Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.91.11 



Form PCT/IB/308 (April 2002) 
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KM INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 

(PCTRule-61.3) 



To: 



IMAMURA, Masazumi 
8th Floor, Kyobashi-Nisshoku 
Bldg., 8-7, Kyobashi 1-chome 
Chuo-ku, Tokyo 104-0031 
Japan 



Date of mailing (day/month/year) 

26 September 2002 (26.09.02) . 




Applicants or agent's file reference 
A21120A 


IMPORTANT INFORMATION 


International application No. 
PCT/JP02/02542 


International filing date {d ay/month/year) 

18 March 2002(18.03.02) 


Priority date (day/month/year) 

19 March 2001 (19.03.01) 


Applicant 

AMATO PHARMACEUTICAL PRODUCTS,LTD. et al 



1. The applicant is hereby informed that the International Bureau has, according to Article 31(7), notified each of the following 
Offices of its election: 

EPiA^B^CH^D^DK^SJI^R^B^RJE^T^U^CNL^T.SEJR 
National rAU^CCAX^D^GBJUKR^N^O^URO^U^^US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

AP :GH,GM,KE,LS,MW,MZ,SD,SL,SZ,TZ,UG,ZM,ZW 
EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

OA :BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW,ML,MR,NE,SN,TD,TG 

National lAE^ACAUAM^LAZ^A^B^R^Y^^CH^CCR^U^Z^K^M^Z^CEE, 

ES^^GaG^GH^M^R^UJDJN^S^E^CKZ^CL^LR^S^T^U^^M^MaMG, ' 

M^MW^XM^NZ^M^H^T^D^E^CSI^SLJJJMJNJR^TZ^A^CU^VN^U, 

ZA,ZM,ZW 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 months from the priority date 
before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application (Article 39(1)(a)). as well as, where applicable, by furnishing a translation of any. 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1 ). 

Some offices have fixed time limits expiring later than the above-mentioned time limit For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume I 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 



The International Bureau of WIPO 


Authorized officer: 


34, chemin des Colombettes 


J. Zahra 


1211 Geneva 20, Switzerland 


Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 



Form PCT/lB/332 (September 1997) 
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NOTIFICATION OF TRANSMITTAL 
OF COPIES OF TRANSLATION 
OF THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 72.2) 



Date of mailing (day/month/year) 
25 March 2003 (25.03.03) 



Applicant's or agent's file reference 
A21120A 



International application No. 
PCT/JP02/02542 



To: 



IMAMURA, Masazumi 
8th Floor, Kyobashi-Nisshoku 
Bldg., 8-7, Kyobashi 1-chome 
Chuo-ku, Tokyo 104-0031 
Japan 



IMPORTANT NOTIFICATION 



international filing date (day/month/year) 
18 March 2002 (18.03.02) 



Applicant 



AMATO PHARMACEUTICAL PRODUCTS,LTD. et al 



1 . Transmittal of the translation to the applicant 

The International Bureau transmits herewith a copy of the English translation made by the 
International Bureau of the international preliminary examination report established by the 
International Preliminary Examining Authority. 

2. Transmittal of the copy of the translation to the elected Offices. 

The International Bureau notifies the applicant that copies of that translation have been 
transmitted to the following elected Offices requiring such translation: 

EP,CA,CN,RO,US 



The following elected Offices, having waived the requirement for such a transmittal at this time, 
will receive copies of that translation from the International Bureau only upon their request: 

AP^A^E^CAUAM^AU^AZ^A^B^CBR^Y^^CH^CCR^U^Z^E^K^M^Z^CE^ES, 
FI,GB,GD,GE,GH,GM,HR,HU,ID,M^ 

M^MW^^M^NO^^OM^PH^UPLRU^D^E^G^LS^SLJJJMJNJR^TZ^A^G^^VN, 
YU,ZA,ZM,ZW,OA 

3. Reminder regarding translation into (one of) the official language(s) of the elected Office(s). 

The applicant is reminded that, where a translation of the international application must be 
furnished to an elected Office, that translation must contain a translation of any annexes to the 
international preliminary examination report. 

It is the applicant's responsibility to prepare and furnish such translation directly to each elected 
Office concerned (Rule 74.1 ). See Volume II of the PCT Applicant's Guide for further details. 





The International Bureau of W1PO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 

Facsimile No. (41-22)338.90.90 


Authorized officer 

Eliott PERETTI (Fax 338 9090) 
Telephone No. (41-22)338 9906 



Form PCT/lB/338 (July 1996) 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 
(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
A21120A 


irnu xTTiDTUTTtj irTiAw SeeNotificationofTransmittaJoflnternational Preliminary 
FOR FURTHER ACTION Examination Rcpon (Form pcr/IPEA/4 1 6) 


Internationa] application No. 

PCT/JP02/02542 


International filing date (day/month/year) 
18 March 2002 (18.03.02) 


Priority date (day/month/year) 

19 March 2001 (19.03.01) 


International Patent Classification (IPC) or national classification and IPC 

C08G 63/78. C07C 67/00, 69/68, C07D 323/00, C08G 63/08, C08L 67/04 


Applicant 

AMATO PHARMACEUTICAL PRODUCTS.LTD. 



1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



. sheets, including this cover sheet. 



[ | This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
— amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70. 1 6 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 



I 




II 


□ 


III 


□ 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability- 
citations and explanations supporting such statement 

Certain documents cited 



Certain observations on the international application 



Date of submission of the demand 

18 March 2002 (18.03.02) 


Date of completion of this report 

10 June 2002 (10.06.02) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1 998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP02/02542 



I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 

| ] the description: 

pages 

pages , 

pages . 

• the claims: 

pages 

pages 

pages 

pages ' 



, as originally filed 
, filed with the demand 



, filed with the letter of 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



[ | the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages ; 

. pages ^ 



, as originally filed 

_, filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available of furnished to this Authority in the following language ; \ which is: 

I 1 the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

1 1 contained in the international application in written form. 

1 1 filed together with the international application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 

4.D 



The amendments have resulted in the cancellation of: 

the description, pages 

1 1 the claims, Nos. 

I I the drawings, sheets/fig 



I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' ' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70 J 7). 

+*Any replacement sheet containing such amendments must be referred to under item I and annexed to this report 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-7 



1-7 



1-7 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations 

Document 1 : WO, 00-24804, Al (Toyobo Co., Ltd.), 4 May, 2000 (04.05.00) 
Claims 1-6 

The subject matters of claims 1-6 appear to involve an inventive step in view of document 1 cited in the 
ISR. 

Document 1 does not describe polymerization of lactide in the presence of a compound expressed by Me- 
N (R ! )(R 2 ) (where Me represents an alkaline metal and R 1 and R 2 respectively represent aliphatic groups or 
aromatic groups independently). On the other hand, the present invention thereby displays an advantageous 
effect that a mixture of chain and cyclic lactic acid oligomers can be produced efficiently. 

Claim 7 

The subject matter of claim 7 appears to involve an inventive step in view of document 1 cited in the ISR. 
Document 1 does not describe amixture of lactic acid oligomers comprising a chain lactic, acid oligomer 
and a cyclic lactic acid oligomer. On the other hand, the present invention thereby displays an advantageous 
effect that the mixture thus produced is useful as a tumor cell proliferation inhibitor, an anti-malignant tumor 
agent, a cancer transfer preventive agent, a QOL enhancer for cancer patients, an immunity activator, a 
therapeutic agent for diabetes, an anti-obesity agent, a glycogen accumulation accelerator, a physical strength 
promoter, health food and supplement food. 
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